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DETAILED DESCRIPTION OF THE INVENTION 

The instant invention relates to a novel process to produce highly pure sterile crystalline 
anhydrous Aztreonam P-form. The present invention enables the preparation of a solution of 
the a-form Aztreonam in absolute ethanol without using trialkylamine or silylating agent, and 
this solution can be sterile filtered to crystallise sterile P-form. 

Specifically, the instant invention involves dissolving the a-form in absolute ethanol at low 
temperature. The a-form of Aztreonam dissolves in absolute ethanol at a temperature varying' 
from -10°C to + I5°C and crystallizes out as p-form on raising the temperature to 50°C to 
55°C. Crystallization of Aztreonam does not occur from this solution if maintain at 
-10°C to +15°C. This unusual solubility characteristic of Aztreonam a-form has not been 
reported hitherto in literature. However, similar solubility behaviour of a different antibiotic 
namely, cefotaxime sodium has been described in US Patent 4,912,21 1, example 6. Such a 
solution of a-form can be treated with carbon to remove colour and also can be passed 
through the 0.2 micron sterile filter for aseptic preparation. 

The a-form is dissolved in anhydrous alkanol, preferably absolute ethanol, at -10°C to +1 5°C, 
most preferably at 5°C to 10°C. This solution, maintained at this temperature, is treated with 
activated carbon and is filtered through clarification filter and a sterile filter to obtain a sterile 
solution. The anhydrous p-form of Aztreonam is then crystallised by raising the temperature 
of the sterile filtrate to 50°C to 55°C. The product is then filtered and dried in vacuum. The 
p-form prepared by this process is a suitable pharmaceutical agent for blending with a basic 
material, such as L-arginine, for intravenous and intramuscular administration. 

Major advantage realised in the present invention compared to the prior art is the process 
simplicity. Prior art procedure requires an additional step wherein addition of trialkylamine 
or silylation is necessary to dissolve a-form for sterile filtration; in the present procedure, the 
a-form is directly dissolved in ethanol at low temperature to obtain a solution which is 
suitable for sterile P-form preparation. 

Preparation of the P-form from the a-form can be accomplished by the procedure described in 
the following preparation. 

Example 

Aztreonam a-form (40 g) was added to pre-cooled absolute ethanol (2400 ml) at 8-I0°C and 
stirred for 30 minutes to obtain a clear solution. This solution was treated with activated 
carbon (1 g) for 15 minutes at 8-10°C. The suspension was filtered through celite and the 
residue was washed with ethanol (50 ml). The filtrate was then warmed to 50-55°C slowly 
over a period of 2 hours to crystallize p-form. The hot suspension was cooled to 15-20°C, 
stirred for 1 hour and filtered. The crystals were dried in vacuo to obtain 33 g of the product 
which was confirmed to be the p-form by IR spectrum, powder X-ray diffraction pattern and 
differential scanning calorimetry. 
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